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DETAILED ACTION 

Election/Restrictions 

1 . This action is in response to a non-final rejection response filed on April 4, 2008. 
There are seven claims pending and five claims under consideration. Claims 74 and 75 
are withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as being drawn 
to a nonelected invention, there being no allowable generic or linking claim. Election 
was made without traverse in the reply filed on April 4, 2008. This is the third action on 
the merits. The present invention relates to a carboxylic acid derivative having 
antagonisitic activity against lysophosphatidic acid receptor (especially EDG-2 receptor) 
which is useful as medicament, a process for producing the same and the use thereof. 

Status of Rejections 

2. Claims 2, 69-76 and 80 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The rejections against claims 2, 73, 
76 and 80 are hereby moot in light of applicants' cancellation of the claims and are 
hereby withdrawn. The remaining claims remain rejected. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior office action. 

Maintained/New Rejections 

Claim Rejections - 35 USC §112, 1 st paragraph 

3. Claims 70 and 72 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a pharmaceutical composition that inhibits an 
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EDG-2 receptor, does not reasonably provide enablement for inhibiting any LPA 
receptor or treating the disease of claim 72. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. 

4. The test of enablement is whether one skilled in the art could make and use the 
claimed invention from the disclosures in the application coupled with information known 
in the art without undue experimentation. (United States v. Teletronics Inc., 8 USPQ2d 
1217 (Fed. Cir. 1988)). Whether undue experimentation is needed is not based on a 
single factor, but rather a conclusion reached by weighing many factors (See Ex parte 
Forman 230 USPQ 546 (Bd. Pat. App. & Inter. 1986) and In re Wands, 8 USPQ2d 1400 
(Fed. Cir. 1988). 

These factors include the following: 

1 ) Amount of guidance provided by Applicant. Determining if any particular 
claimed compound would treat any particular disease would require synthesis of the 
compound, formulation into a suitable dosage form, and subjecting it clinical trials with a 
number of fundamentally different diseases, or to testing them in an assay known to be 
correlated to clinical efficacy of such treatment. This is a large quantity of 
experimentation. Applicant, however, has shown no test results nor provided any 
biological or clinical data that suggests the other diseases and disorders can be treated. 
In addition, all testing has taken place in vitro, No explanation has been made or 
suggested as to why a positive test result in vitro will definitively yield a positive result in 
vivo within a human being. 
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2) Unpredictability in the art. It is well established that "the scope of enablement 
varies inversely with the degree of unpredictability of the factors involved", and 
physiological activity is generally considered to be an unpredictable factor. (USPQ 18, 
24 (CCPA 1970). See In re Fisher, 427 F.2d 833, 839, 166. (In cases involving 
unpredictable factors, such as most chemical reactions and physiological activity, the 
scope of enablement obviously varies inversely with the degree of unpredictability of the 
factors involved.), Nationwide Chemical Corporation, etal. v. Wright, etai, 192 USPQ 
95 (one skilled in chemical and biological arts cannot always reasonably predict how 
different chemical compounds and elements might behave under varying 
circumstances), Ex parte Sudilovsky 21 USPQ2d 1702 (Appellant's invention concerns 
pharmaceutical activity. Because there is no evidence of record of analogous activity for 
similar compounds, the art is relatively unpredictable) In re Wright 27 USPQ2d 1510 
(the physiological activity of RNA viruses was sufficiently unpredictable that success in 
developing specific avian recombinant virus vaccine was uncertain.) 

Chemistry is unpredictable. See In Re Marzocchi and Horton 169 USPQ 

at 367 paragraph 3: 

"Most non-chemists would probably be horrified if they were to learn how 
many attempted syntheses fail, and how inefficient research chemists are. 
The ratio of successful to unsuccessful chemical experiments in a normal 
research laboratory is far below unity, and synthetic research chemists, in 
the same way as most scientists, spend most of their time working out 
what went wrong, and why. Despite the many pitfalls lurking in organic 
synthesis, most organic chemistry textbooks and research articles do give 
the impression that organic reactions just proceed smoothly and that the 
total synthesis of complex natural products, for instance, is maybe a labor- 
intensive but otherwise undemanding task. In fact, most syntheses of 
structurally complex natural products are the result of several years of 
hard work by a team of chemists, with almost every step requiring careful 
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optimization. The final synthesis usually looks quite different from that 
originally planned, because of unexpected difficulties encountered in the 
initially chosen synthetic sequence. Only the seasoned practitioner who 
has experienced for himself the many failures and frustrations which the 
development (sometimes even the repetition) of a synthesis usually 

implies will be able to appraise such work Chemists tend not to publish 

negative results, because these are, as opposed to positive results, never 
definite (and far too copious)" Dorwald F. A. Side Reactions in Organic 
Synthesis, 2005, Wiley: VCH, Weinheim pg. IX of Preface. 

3) Number of working examples. There is no working example of treatment of 
any disease in man or animals. The EDG-2 inhibition assay provides evidence that 4 of 
the present compounds have an effect on EDG-2 activity. Applicant has provided no in 
vivo testing nor any biological data which tests any of the synthesized compounds 
against any of the diseases or disorders listed throughout the claims. 

4) Nature of the invention. The nature of this invention relates to a carboxylic 
acid derivative having antagonisitic activity against lysophosphatidic acid receptor 
(especially EDG-2 receptor) which is useful as medicament, a process for producing the 
same and the use thereof. 

5) Scope of the Claims. The scope of the claims is all of the thousands of 
compounds represented by general formula (l-B): 




thus the scope of the claims is very broad. 
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6) Level of skill in the art. The artisan using Applicants invention would be a 
person with an M.D. degree and having several years of bench experience. 

MPEP §2164.01 (a) states, "A conclusion of lack of enablement means that, 
based on the evidence regarding each of the above factors, the specification, at the 
time the application was filed, would not have taught one skilled in the art how to make 
and/or use the full scope of the claimed invention without undue experimentation. In re 
Wright, 999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That 
conclusion is clearly justified here that applicant is not enabled to treat or prevent 
frigidity and also unable to prevent impotence. 

Claim Rejections - 35 USC §112, 2 nd paragraph 

5. Claim 68-72 are rejected under 35 U.S.C. 1 1 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 68 recites the phrase, "...or a 3-10 membered monocyclic orbicyclic 
heterocyclic group..." 

The scope of "heterocyclic" requires clarification since applicants' examples in 
the specification are not limited in any way. Applicants use the phrase "for example" in 
defining what heterocyclic ring systems may be used in the claims, thereby allowing the 
claims to contain hundreds of different ring systems. This is indefinite as the examiner 
cannot possibly search all the various possible ring systems listed in the specification. 
See definitions on p. 20- 22 of the specification. Where applicants define terms with a 
special meaning, they must set out the special definition with "reasonable clarity, 
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deliberateness and precision." Note Teleflexv. Ficosa, 63 USPQ2d 1374; Rexnord Corp 
v. Laitram Corp. 60 USPQ2d 1 851 and MPEP 21 11.01. 

Double Patenting 

6. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 
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Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

7. Claims 68-72 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 1 of U.S. Patent 
Publication Application No. 2007/0149595. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because Claim 1 of U.S. 
Patent Publication Application No. 2007/0149595 embraces the instant claims 68-72. 

The instant claim differs from the copending claim by a more limited genus than 
the claim of the copending application. However, it would have been obvious to one 
having ordinary skill in the art at the time of the invention to select any of the species of 
the genus of the copending application, including those instantly claimed, because the 
skilled chemist would have the reasonable expectation that any of the species of the 
genus would have similar properties and, thus, the same use as taught for the genus as 
a whole. One of ordinary skill in the art would have been motivated to select the claimed 
compounds from the genus of the copending application since such compounds would 
have been suggested by the claims of the copending application. It has been held that a 
prior art disclosed genus of useful compounds is sufficient to render prima facie obvious 
a species falling within a genus. In re Susi, 440 F.2d 442, 169 USPQ 423, 425 (CCPA 
1971), followed by the Federal Circuit in Merck & Co. v. Biocraft Laboratories, 847 F.2d 
804, 10 USPQ 2d 1843, 1846 (Fed. Cir. 1989). 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Conclusion 

8. Claims 68-72 are rejected. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey H. Murray whose telephone number is 571-272- 
9023. The examiner can normally be reached on Mon.-Thurs. 7:30-6pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. James O. Wilson can be reached at 571-272-0661 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Jeffrey H Murray/ /James O. Wilson/ 

Patent Examiner Supervisory Patent Examiner, Art Unit 1624 

Art Unit 1624 
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